Rationale: Solitary extramedullary plasmocytoma may arise in any organ, either as a primary tumor or as part of a systemic myeloma; if it rarely affects bladder, it presents with urinary symptoms. We describe the first case of asymptomatic BP occasionally diagnosed in a patient with ascites.
Introduction
Plasmocytoma is a rare neoplastic disorder arising from Blymphocytes. It usually presents as the generalized disease multiple myeloma (MM); in less than 5% of cases, however, it may present with either a single bone lesion (solitary bone plasmocytoma-SBP) or, even more rarely, as a soft tissue mass of monoclonal plasma cells (solitary extramedullary plasmocytoma [EMP]-SEP). [1] Most SEPs are localized in the head and neck, especially the upper respiratory tract; the second most frequent site is the gastrointestinal tract. [2] Conversely rare sites include the central nervous system, thyroid, breast, testes, parotid glands, or urinary bladder. [3] Bladder plasmocytoma (BP) is extremely uncommon, with only 22 cases having been reported so far; 8 of them had a history of MM while five had lymphadenopathy at presentation. [4] One case occurred in a renal transplant recipient [5] and the most recent one was associated with a high-grade T1 transitional cell carcinoma (TCC) of the bladder. [6] All cases reported so far presented with urinary symptoms, including hematuria, dysuria, and urinary frequency.
Herein we describe the first case of asymptomatic BP occasionally diagnosed in a patient with ascites.
Case
A 74-year-old woman with hepatitis C virus (HCV)-related liver cirrhosis presented with ascites. Apart from liver cirrhosis and diabetes mellitus under oral treatment, there was no relevant data in her past medical history. Routine blood tests were within normal ranges, including serum leukocytes and platelets counts, except for mild elevation of transaminases due to chronic hepatitis. Abdominal ultrasounds (US) pointed out multiple liver nodules, the larger about 70 mm in diameter, signs of cirrhosis, and an 18 mm lesion of the right bladder wall. Abdominal computed tomography (CT) scanning confirmed signs of liver cirrhosis and multiple liver nodules with nonhomogeneous contrast enhancement, thus suspected for carcinomas, the larger measuring 68 mm and with a central necrosis area (Fig. 1A) . As for the urinary tract, CT confirmed the presence of the bladder neoplasm ( Fig. 1B ) and also showed an 11 mm stone in the inferior calyx of the left kidney.
After having signed a written informed consent (ethical approval was not necessary because it was a standard procedure), the patient underwent transurethral resection of bladder tumor (TURBT) and percutaneous liver biopsies. As for the bladder lesion, pathology revealed a massive and widespread infiltration of cuboidal cells with bland atypical features, featuring the following immunophenotype: pan-cytokeratin negative, vimentin positive, CD138 positive with kappa light chain restriction, consistent with plasma cell neoplasm. As for the liver biopsy, pathology disclosed a well-differentiated hepatocellular carcinoma (HCC) (G1 of Edmundson).
The patient was scheduled for chemoembolization of the main HCC nodule and bone marrow biopsy. The latter was hypocellular with overall regular maturation and a plasma cell count of 15%, showing no light chain restriction. The final laboratory tests revealed clinically significant abnormalities: hemoglobin 8.8 g/dL, leukocytes 8.23 Â 10 3 /mL, platelet count of 88 Â 10 3 /mL, total bilirubin 4.87 mg/dL, AST 127 U/L, ALT 57 U/L, gamma-GT 75 U/L, albumin 2.42 g/dL, high level of serum IgG-Kappa e IgG-lambda paraproteins with 2.2 K/L ratio and no Bence Jones protein levels. Such findings ruled out MM and were consistent with solitary BP.
In view of her liver disease, no adjuvant chemo-or radiotherapy was planned for BP. At 3-month follow-up, total-body CT showed no signs of bladder disease nor distant metastases; also cystoscopy showed no evidence of recurrent bladder disease. Unfortunately, 1 month later she developed liver failure and died of cardiac arrest.
Discussion
SEP may arise in any organ, either as a primary tumor or as part of a systemic myeloma. It is less common than SBP and it is usually associated with better prognosis and higher cure rate. BP is an extremely rare form of SEP, with only 22 cases having been reported so far. As mentioned above, 8 of them had a history of MM while 5 had lymphadenopathy at presentation, [7] somehow providing further evidence for the ability of this neoplasm to progress to MM. Moreover, all cases reported so far presented with urinary symptoms suggestive for a bladder neoplasm, such as hematuria, dysuria, and urinary urgency. Our patient had no concomitant lymphadenopathy, no concomitant MM and, importantly, no urinary symptoms, with BP being occasionally diagnosed by a CT scan performed in the assessment of liver HCC.
Apart from clinical diagnostic criteria for BP, [8] histological diagnosis is based on specific immunohistochemical findings (CD138 expression and lack of cytokeratins). BP must be differentiated from plasmocytoid-type TCC, which is a highly aggressive malignancy associated with a poor prognosis; this differentiation is sometimes difficult. [9] The plasmocytoid-type TCC is an invasive epithelial malignancy. Histologically, it can be seen extending from the urothelium into the lamina propria, whereas plasmocytoma is noninvasive and is only found in the lamina propria. Moreover, plasmocytoid TCC, like all other TCCs, is clearly visible at cystoscopy whereby plasmocytoma, like bladder metastases, usually is a bladder mass seen on imaging but not on initial flexible cystoscopy, with resection being necessary to obtain the diagnosis. Plasmocytoid carcinomas are not always of transitional cell origin, and the differential diagnosis with secondary neoplasms must be always considered. [10] [11] [12] [13] It is worth mentioning that BP, like all other SEPs, may progress to MM in as much as 30% of patients. Therefore, like for high risk bladder cancer, whereby great efforts have been made to identify molecular markers that may predict disease outcome or even represent novel therapeutic targets, [14] [15] [16] [17] [18] [19] [20] prognostic and predictive markers of BP outcome are awaited. To date research has identified microvessel density as a reliable risk factor for disease progression [7] ; unfortunately, no attempt has been done to test the role of molecular markers, probably also due to rarity of this disease.
Due to the above-mentioned risk of progression, adjuvant radio-or chemotherapy are usually recommended. Reported Medicine treatment options specifically include systemic chemotherapy, [21] immunotherapy combined with chemotherapy, [5] radium implants, [22] cystectomy, [9] and radiotherapy. [23, 24] Given the radiosensitivity of EMP in other anatomical sites, radiotherapy remains the mainstay of treatment in patients with no evidence of systemic disease [25] ; in such cases, the local recurrence rate is less than 5%. [26] Adjuvant chemotherapy is preferred in patients with lymphadenopathy or with radiation resistant tumors. [2] Though no specific long-term follow-up data are available, patients with systemic disease obviously have poorer outcome.
Conclusions
This is the first reported case of asymptomatic BP. This rare tumor may be difficult to differentiate from bladder metastases and from the plasmocytoid variant of bladder TCC. The risk of progression to systemic disease would recommend adjuvant treatment. Radiotherapy remains the preferred option but efforts should be made to determine which treatment should be given to which patient.
